IN THE SPECIFICATION: 



Please delete the subheading on page 1, and replace with the following: 
DESCRIPTION or THE STATE OF THE ART 
-FIELD OF INVENTION - 

Page 1, after subheading, please insert the following: 

This application pertains to peptides that have antagonistic activity in preventing TGFpi 
from interacting with TGFpl receptors. 

Page 6, after the last paragraph, please insert the following: 
SUMMARY OF DWENTION 

Peptides that are antagonists of the binding of TGFpl to its receptors in the body. The 
peptides are characterized in that they have partial amino acid sequences that are identical or 
similar to those of TGFpi itself and/or its receptors. 



BREBF DESCRIPTION OF THE DRAWINGS 



Fig; 1. Inhibita.on of b inding of TGFpl to ^ae MV-l-Lu 
cells by peptide measured by flow cyt ometry. A , 

image obtained on examining the cells incubated with 
biotinylated TGFpl and develo pe d with avidin-FITC. B, 
image obtained on examining the cells incubated with 
avidin-FITC without prior addit ion of TGFpi > C, image 
obtained on examining the cell^s incubated with TGFpi 
.previously incubated wi th peptide P144 at a 
concentration of 0.42 ^tg/fil, and deve loped with avidin- 
FITC. The fluorescence emitted is shown on the 
abscissa, while the ordinate shows the n umber of cells 
for each value of fluorescence. The fields 
corresponding to the cells labelled with TGFpl-biotin 
and avidin-FITC {M2) and to the unlabelled cells (Ml) 
are also shown. 

Fig. 2. Schematic representation of the process of 
cirrhosis by CCI4. Black arrows indicate when two weekly 
doses of CCI4 were administered to the ra^s^,_ and black 
dashed arrows show when there was one weekly dose. The 
grey arrows indicate administration o f peptide P144. A: 
Healthy controls; B: Healthy contro ls + P144, Bi: with 
peptide 70 pg/day; C; Cirrhotic; Ci wi th saline; C2 with 
peptide 70 ng/day; D: Cirrhotic with CCI4 + 
phenobarbi tal ; Di plus sali ne; D2 plus peptide 70 
^xg/day . 



Fig. 3. Effect of TGFpl on growth of MV-l-Lu cells. The 
cells are cultivated at a density of 5000 cells/well at 
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the concentrat is of TGFpi indicated, pg/i Absci 



ssa 



TGFPI concentration (pg/ml); Ordinate: 



c . p . m , 



Fig. 4. Percentage inhibition of TGFpi (200 pg/ ml) by 
peptides from TGPpi. All the peptides were tested at a 
concentration of 200 ^g/ml . Inhibition of TGPpi of 100% 



^ corresponds to th e growth of MV-1-L u cells th^TTt 
obtained in the absence of TGFBl . ~ ' " — 



Fig. 5. Percentage inhibition of the activity of TGF pl 
(200 pg/ml) in the presence of various nominal 



concentrations of peptide P12, filtered (♦) and 
unf iltered (•) . 

Fig. 6. Percentage inhibit ion of ^TGPpi (200 pg/ml) by 
p eptides from TGFpi . All the pept7"deT"w7rT" te"s7ed at a" 
conc entration of .200 ^ig/ml . Inhibition of TGPpi of 100% 
corresponds to the growth of MV-l-Lu cells^Tha'^'TT' 
obtained in the absence of TGFpi . 

Fig. 7. Autoradiograph of an affinity labelling test of 
the receptors of TGFpi. Lane CI: effect of incubation 
of the cells with a concentration of 0.16 of '"l-TGFpl 
which corr esponds to an activity of 0 . 3 ^Ci (positive 
control). Lane C2: effect of preincubation of the cells 
with a c oncentration of non-radioactive TGFpi 10 times 
greater tha a. that- of ^"I-TGFPI (negative control). Lane 
C3: preincubation was effected with peptide P29 at a 
conce ntration 10^ times greater than the molar 
concentration of ^"l-TGPpi. It can be seen that there 
is inhibition of the binding of ^"l-TGFpi to the type 
I, II and III cell receptors both by peptide P29 and by 
non-radioactive TGFPl . 
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• fJ-g. b. Autoradi oqraph of an affinity labelli-^a test of 

• the- recep tors oi TGFpl . Lanes CI to C6: effect o7 
preincubation of the MV-l-Lu cells, with different 
concentrations of peptide P29 {10\ 8xlO^ 6x l0^ 4x^0^ 
2x10^ and 10^ times the molar concentration of ^"l-TGFpi 
respectively), prior to addition of ^"l-TGFpl . L ane CI: 
e ffect of preincubation of the MV- l-Lu cells with 

_un labelled TGFpi (10^ times the molar concentration of 
"'l-TGFPD prior to addition of ^"l-TGFpl (negative 
control). Lane C8 : effect of incubation of the MV-l-Lu 
cells with a concentration of 0.4 2 fiM of ^^^I-TGFpi, 
corresponding to an activity of 0.4 ^xCi, without prior 
preincubation (positive control) . 



Fig. 9. Percentage inhibiti 



on of TGFpi (200 pg/ml) by 



receptor peptides predicted as complementary to regionj 



~ TGFpl. All the peptides were tested at 



concentration of 200 ^g/ml . Inhibition of TGPpi of 100% 
corresponds to the growth of MV-l-Lu cells that is 
obtained in the absence of TGFpl. 

Fig. 10. Percentage inhibition of TGFpl (200 pg/ml) by 
o verlapping peptides derived from the extracellular 
region of the type III receptor. All the peptides were 
tested at a concentration of 200 ^tg/ml. Inhibition of 

JESUl — ^£ 100% corresponds to the growth of MV-l-Lu 

cells that is obtained in the absence of TGFpi. 

Fig. 11. Percentage inhibition of TGFpl (200 pg/ml) b y 
o verlapping peptides derived from the extracellular 
region of the type III receptor. All the peptides were 
tested at a concentration of 200 fig/ml . Inhibition of 
TGFpl of 100% corresponds to the growth of MV-l-Lu 
cells that is obtained in the absence of TGFpi . 
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ll2^_Jl:_Percr-t age inhibition^ of_TGFBl__r- pg/ml) by 

obtained in the absence of TGF Bl . 

^^^^^-HlJ^if£filii£f_^^ the activity of TGFpi 

^^^^-^^^^^^^^^-^^ 

unf iltered (•) . ~ ~ ' " 

£igiJll_Ig£2g^ltag e inhibition of TGFgl (200 p^Ml) by 
^^^^^^^^-P5PMdes_deri^^^ p^p^^.^^ 

-2£JlYiii£iH^^iis_t^^ 

JJj^_J£_PercentageJ^^^ of TGFpi 
concentrati^^ 

-^^^^^^^^^^5£aph_of_^^ 



Fig. 16 



:^^r^^^i-^g^^^g£i-£LJHPi ^ Cl: preincubatio n was 
gfii^^£__t han the molar concentration of "^l -TGFBl 

j:£th_^ concentj;at ion of non-radioactive TGFPi 10 time. 
f^^^^^-^hBIL_tnat^^ (negative cont rnU ■ 

seen_U2at_tj^^ th e binding o7"^^^^I^ ^^ 
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to the cell re ptors both by pept ide P14'' ind by the 
non-radioactive T GFpi. 

Fig. 17. Percentage inhibition of TGFpl (200 pg/ml) by 



peptides derived from human type II receptor (P146), 
from fetuin (P141 to P149) and from endoglin (P150 to 
_P154). All the peptides were tested at a concentration 
of 200 ^tg/ml. Inhibition of TGFpl of 10 0% corresponds 
to the growth of MV^Lu cells that is obtained in the 
absence of TGEgl . 

Fig. 18. Percentage inhibition of TGPpi (200 pg/ml ) by 
peptides derived from a2-macroglobulin . All the 
peptides were tested at a concentration of 200 y.g/ml. 
Inhibitio n of TGFPl of 100% corresponds to the growth 
of MV-l -Lu cells that is obtained in the absence of TGFBl . 

Fig. 19. Percentage inhibition of the bind ing of TGFpi 
to MV-l-Lu cells by various synthetic peptides. 



Inhibition was investigated by measuring the percentage 
of labe lled cells (emit fluorescence) and unlabelled 
cells (do not emit fluorescence) for each pepti de 
(Material and Methods) . 

Fig. 20. Effect of administration of peptide P144 on 
collagen synthesis during experimental cirrhosis 
induction with CCl,. The ratio of collagen to total 
protein is shown on the ordinate. The abscissa shows 
the vari ous groups of rats: Co= healthy rats; Co+P144= 
healthy rats treated with peptide P144; Ttoi= rats 
subjected to induction of cirrhosis with CCI4 and 
administered peptide P144 on alternate days during this 
period and Ci,= rats subjected to induction of cirrhos is 
witl^ CCl^ for 11 weeks and not treated with pep tide 
PI 4 4^ ~ ~ ■ 



Fig. 21. Ef 1 . of a djDinistration of pepcide on 
collag en synthesis during experimental cirrhosis 
Induction with CCl ,. The ordinate shows the ratio of the 

. area of fibrosis to the total area in tiss ue 
preparat ions stained with Sirius Red. The abscissa 

_s hows the various groups of rats: Co= healt hy rats; 
Co+P144= healthy rats treated with the peptide; Ttoi= 
rats sub jected to induction of cirrhosis wi th CCI4 and 
administered peptide P144 on alternate days during this 

period and Cii= rats subjected to induction of cirrhosis 

w ith CCI4 for 11 weeks and not treated with peptide 

P144. 



Fig. 22. Effect of administration of peptide P144 



on 



collagen synthesis once cirrhosis has been induced with 
CClj. The ordinate shows the ratio of collagen to total 
protein. The abscissa shows the various groups of rats: 



Co= healthy rats; Co+P144^ healthy rats treated with 
the peptide; Tt02= rats subjected to induction of 
cirrho sis with CCI4 and administered peptide P144 on 
alternate days at the end of this period and Ci^^ rats 
subjected to induction of cirrhosis with CCl ^ for 11 
weeks and not treated with peptide P144. 



Fig. 23. Effect of administration of pep tide P14 4 on 
^llagen synthesis once cirrhosis has been induced with 
^^^'i- The ordinate shows the ratio of the area of 



fibrosi s to the total area in tissue preparations. The 
absc-is-sa shows the various groups of rats; Co= healthy 
rats; Co +P144= healthy rats treated with the peptide; 
Tt02= rats subjected to induction of cirrhosis with CCI4 
and administered p eptide P144 on alternate days at the 
end of th is period and Ci2= rats subjected to induction 
of cirrhosis with C Cl, for 11 weeks and not treated with 
peptide P144. 
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Fig. 24. Compa >on of the data on quantity f collagen 
and area of fibrosis, obta ined by the two techniques 
employed. The abscissa shows the values of the ratio of 
the area of fibr osis to the total area, obtained by 
image analysis. The ordinate shows the values of the 
ratio of ^g of collagen to mg of total protein, 
obtained by spectrophotometric analysis of liver 
sections stained with Dir ect Red and Fast Green. is 
shown. (F < 0^001) . 

Fig, 25. Comparison of the data on quantity of collagen 
and area of fibrosis, obtained b y the two techniques 
employed for examining the samples at the end of 
protocol 2. The abscissa show s the values of the ratio 
of the area of fibrosis to the total area, ob tained by 
image analysis. The ordinate shows the values of the 
ratio of fig of collagen to mg of total protein, 
obtained by spe ctrophotometric analysis of liver 
sections stained with Direct Red and F ast Green, is 
shown . (F < 0 . 001) . 



Fig. 26. Images that are representative of the 24 
fields obtained by light microscopy (lOX) from rat 
liver preparations stained with Sirius Red. Cirrhotic 
rats (Cii) at the end o f induction of cirrhosis with 
CCI4 and cirrhotic rats treated (Ttoi) with peptide P144 
during induction of cirrhosis with CCI4 . Different 
fields were taken from preparations obtained from each 
animal- (R= rat and C= field) . 

Fig. 27. Images that are representative of the 24 
fields obtained by light microscopy (IPX) from rat 
liver preparations stained with Sirius Red. Cirrhotic 
rats (Gil) at the end of induction of cirrhosis with 
CCl^ and cirrhotic rats treated (Ttoi) with peptide P144 
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during induction of cirrhosis with CCI4. Different 
fields were taken from the preparations obtained from 
each animal (R== rat and C= field) . Polarized light and 
a green filter were used in order to show up the 
collagen fibres. 



Fig, 28, Comparison between the two groups of untreated 
cirrhotic rats. Cii are cirrhotic rats at the end of the 
12 weeks of induction of cirrhosis with CCl4f Cx2 are 
cirrhotic rats at 4 weeks f rom the end of the process 
of induction of cirrhosis. P = 0,016. Ordinate: Area 
of f ibrosis/Total area. 



Page 7, please delete the subheading and replace with the following: 

DETAILED DCSCRITTION OF THE DA^ENTIOI^J 

-DETAILED DESCRIPTION - 

Please delete pages 40 - 47 starting with the subheading "DESCRIPTION OF THE 
FIGURES". 



- DS5CRirTiptr5r Tim itigtoes 



^- — Inhibition of bin d ing of TGFpl t o the tW - l - Lu 
.<^ ^ nr- by pcpti do Pl^l, mP^r n r n H hy fin. . , r^ y f^^e try. A, 
■v m n gc o bL u iii L iJ u i. OTrg minin g L hu ou ll;. ' i n onbnt c d w -iU r 
btiro^ ^ylat c d TOrpl ai i U dcvcl o pea ^i L h a^idli . FITC. D, 
i-mn g p obtaiii L d u j i o^camining the c e llo incub oLL- d v^iLli- 
avjrdjrfi -FITC uit l i uu L prior ud d iLion of TGFpi . C, img yc , 
obtaiiie d Oi l tix aminin y L ht u l II^ incuba t ed with TGFpi 

-prcviuuily incuba te d with peptide gt a 

<-onnrn t i nl i ui . u I 0 .J 2 gnd d e v e l o p e d ..ith a.idiii - 

'^'^ fluorcaccno c omitted is sho v ,f n &ft the 

R b'-r- iccQ, wl i ilc the ordinato nhn,.r- ^hn r,.,.^v.^r of ccllc 

value &4 fluorescence. g%€ fjcldo 

corrcoponding t o Ll io coIIg labell e d v.ith TGFpl bi oL in 
^nd gvid i n-FITC (M2 ) aii ,- i to the unlabcllcd ccllj (til) 
— a^c aloe — ohown . 

Schomatic rop roscntati u i i &f fe4*e prococc 

r-i rrhocip hy m , ci^ u. aixo wc indicate v^hon tvo weekly 
^ - > n 7 cf CCl, w uie QdnUi . l^ L crcd to the raLj, and blac k 
hashed a rrowa ah u u >die f>--M^ ro w-i^ nr.-. ,.^^1 . ^., ^^ ^ ^ The 
grey arro^.ro indioatc adj i iij i iatrati o n of peptide VI1 1. A. 
Healthy contr o ls, p- ii e ulLhy control^j < ri<l^, p,, ,,ith 
p op tidc 70 Mg/du^, r . C irih uL ie. C, v.ith juline; C, with 

P^P^^^^ : Mg/day; Cirrhotic with eei, h- 

rh.c.nobai b . itn l,. p, pi^o jgUi,^, pi„^ l ^u ptide 7 0 

rig. 3. Ef fect uf TGFPI un l/iuwUi uf MV-l-Lu cullb . l lie 
cell:.., i re cultiv ^ i tc d ut a density u f 5000 cello/wmi ai -- 
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• ■ t he conc e ntrations o f [ PGF^4-4 ^dicatod, pg/ml Abscisca; 
• - TCFpl concontrotion (rg/m3.); Ordinate ; c.p.m. 

— ^ — P ^ro ontago inhibition of T C Fpi — (200 pg/ml) — by 

■■ P0ptidC3 — #^effl- TGFp] ■ An i-h^^ pnpUH n o . ,,0 ^ 0 i- r . . ^^ ^ 3 

■<wwont -rBf-i on . „or 2 00 ^g / ml . Inhibition of T C Ppl of 100% 
ror rocpondc — te — Uie — growth — of m^ - l .. Lu — oollo — fetet — ars- 
- ebtainod in the abQcnco of TCFpi. 

Fpi r-.r.nf-nrji' I nhihit i on of the activity of TCFpi 

p g/ml ) tfl tiie- — pres e nc e of various nominal 

ro n c ontrati c n^ peptide P4^7 filtered &rtdt- 

-unfilt > Mc.a ( « ) . 

— — Porcontago — inhibition — of TGFpl — (20 0 pg/ml j fe^ 

r r^p t -i doc from TGFpi. All the poptidoc ^ . 'orc tcotcd at a 
(co ncentration of 200 ng/ml . — Inhibition of TGFpi ul 100% 
corrocpondo — fe-e — the — growth — — MV - l - Lu — cello — that — ±rs 
■ obtained in the abacncc of TGFpl . 

— "7. Autoradiograph of an affinity labelling teat of 
the rocoptorc of TCFpi. Lane CI: effect of incubation 
of the cells with a concentration of 0.16 |ifl of ^^^I TGFpi 
whirh corrospondg to an activity of 0.3 ^xCi — (pooitivc 
co ntrol) Lane C2 : effect of preincubation of the cello 
- with a concontration of non - radioactive TCFpi 10 timco 
greater than that of "^i TCFpi (negative control) . Lane 
— preincubation waa — e - ffcctod with peptide — r29 at — a— 

ooncontration 10^ feime^ greater feherr th^ molar 

concentration of "^i TGFpi. It can bo ocan that th e re 
lo inhibition of the binding of "^l TGFpi to the type 
II a nd III c ell r e ceptors both by peptide P20 and by 
non radioactiv e TGFpl . 
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' — — Autora ' ' ' g graph of an affinity laboJ ' ng toot of 

, — roecptoro — e4- TCFpl . — Lanoo — G4 — fe« — &^ — offoot e# 

r roincubation — e^^ — fei^e — NPZ-^l-^Lu — cGlle, wifeb — dif foront 

concGnti-ationo of peptid e r20 (10\ O xlO^ — 6;{10^ 4a10\ 
gitlO^ and 10^ timca the molar conocntration of ^"l TGFpi 
rcDpcotivcly) , prior to addition of "^I - TCFpi. Lan e C7 . 
'E ffect — of — preincubation — e-f — the — MV-l - Lu — collo — with- 
unlabGllcd TCPpi — (10^ timco the molar concontration of 

125 

I-TGFpi) prior — fee — addition — — ^^^I - TGFpl (negativ e 

control) . — Lane C8 : — cffoct of incubation of the MV 1 Lu 
— with — a — concontration — — 0. 42 — pM — erf — ^^^I - TGPpi , 
c orresponding to an activity of 0,^ ^Ci/ — without prior 
pr e incubation — (pooitivc control) . 

- ^ig • — — PorcGntagc — inhibition of TCFpl — (200 pg/ml) — by -- 
receptor p c ptidco predicted as compl e mentary to region s 

^ '^GFpi . the peptides we r e test e d a-t e~ 

con ce ntration of 200 [xg/inl~ — Inhibition of TGFpi of 100^0 

corrc3pond3 — ^e — fe4^e — growth — &€ — IW • 1 Lu — cello — th-a-fe ^ 

' obtained in the Qbaence of TGFpi . 

^"^^^ — 10^ P e rcentage inhibition of TGFpi (2 0 0 - pg/ml) — by 

ovcrlappirti^ — p e ptides derived ^^^em ti=te extrac e llular 

r^^gion of the type III receptor. All the poptidcc wore 
■ tGGted Qt Q L-u ncentj - aLion of 200 ^g/ml . — Inhibition u f 
"^^^P^ ^ — ^OQ°g — correaponda — tro — t+te — growth — ^ — MV 1 - Lu 
cells that is obtained in the absenc e of TGFpi , 

— — Percentage inhibition of TGFpi — (200 pg/ml) — fey- 
■ovcrlapping — pcptidea — derived — ^i^etR — t*te — ontracellulQr 
r e gion of t he type III receptor. All the peptides w e re 
t - cotcd at a c o ncentration of 200 ^g/ml. — Inhibition of 
"^^^P^ — ^ — l-O^-^s — corresponds — to — the — g ro w t h — of — MV - 1 ■ Lu 
- cells Lhat is obLdiueU in Llie ab&feii u v^ of TGFpi. 
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.^^y- 12. F' - cntagu Inhibition of TGFP? :200" pg/ml) by 
■ overlappin g — pe ptides — d€-j?i-ve<d — — hh^ — GKtracellulai 
■re gion of the ty p e ^ 11 rece ptor. All th e pe ptidco v/eie 
^o ctod at g o o nccntrati u n of 200 ^tg/ml. Inhibition o f 
^^^Pl — — 3^^^^! — corresp o ndb — to th e — growLli — uf IW-1-Lu 
;- collc that io obtQincd in tho absonco of TGFpi . 

• — ^ — ge^-ee-FM^a^e— jH^ hibition of tho activity of TGFpi 

P9/ml) an^ the pr o conc o different nominal 

• co ncontration c p e ptid e PS4^ filtorod (^) jn d 

unfilt e r e d ( • ) -. 

Fig. 11. Percentage inhibition of TCrpi — (200 pg/ml) 
r oc eptor pc p Lidco derived from modification o f pep t ide 
(ri39 to riO) and of tho poptidoc derived from L l i c^ 

^^^^^ type H-^ rG Coptor {^^^44 no 5) . Airi feite 

r op tidoc v^oro toct e d at a eonccntration of 200 ^g/iul. 
Inhibi tion of TCFpl of 100% corrcopondo to the gr o w t h 
of IW 1 Lu c c ll3 thai Is obtained in Lhu ab^ciiue uf TGFpl . 

^"^^^ — rcrccntaQc inh i h i 1- i nn nf rhn -^r^^ ^ ^ TCFpl 

P9/^l) ifl ^ prooonco different nominal 

cuiiLuiiLidLiuu :^ uf peptide Dl-i4 v/ithouL filtrati o n . 

J-g- Autoradi oy iaph of an affini t y labelling) Lebt - 
-of the rcc cp t u ij of TCrpi. Lane CI; pre ineubati u n wa:j 
offp otcd ui t h p e ptide ri44 at a concentration 10^ timei^ 

greater kh&n — tfee — molar Gonecntrati o n "^I TGFpi . 

Ir anco C2 and C3 . e ff e ct of pieincubatioii u f the u^lls 
w it h u conccn ti ation o f non radioactivG TGFpl 10 tlmeb 
greater than that of ^"iTCrpi (nega t iv e con ljiu l) : 
han c ^ C4 and C5 . effeet uf InL-ubatiun uf the cellb . wi Lit 
e^-r- onc e n ti a L l u i. o f 0 .1 ^ai of "^I TCrpi that c o ii e sp u iidb 
- to an aotivitv o f 0 o ^. n ^^ nr r-n ) It c an bu 

•.o oon that thuie is inhibition of the binding uf "'^i - TGFpi 
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to th e — cell — r o coptoro both — by poptido — — and by — t-h^ 
non-radioactiv o TGFpi; 



— l^. — PorcGntagQ inhibition of TGFpi — (200 pg/ml) — by 
poptidoD — dorivGd — from — human — typ e — 14 — r e ceptor — ( P 1 4 64 
fro m — f etuin — (P147 — 1« — P149) — aa-d — from e ndoglin — (P150 — ^ 
P154 ) , — Ail — th^ — peptides — were — test e d — a-fc — a — concentration 
■ of 200 — ng/ml . — Inhibition — e-i — TCPpi — — 100% — corrQopondo 
to tho — growth of MV-l - Lu colls — that is — obtained in — fche- 
absenc e of TGFpi . 

F ig ; — te^ — Percentage inhibition of TGFpi (200 pn^/mlj — Uy 

poptidcG derived from a2 " macroglobulin . 

peptides — wer e — test e d — a^fe — a — concentration — — 3-0-0 — , 
Inhibition — of TGFpi — — 100% — corrcjpondo — — t4=te — growth 
of MV 1 Lu cells that io obtained in the absence of TGFpi . 

Fig . — hS-. — Percentage — inhibition — o€ — t-h^ — binding — — TGFpi 

MV-l-Lu — cells by various synthetic poptidco -. 

Inhibition — wa5 — investigated by — measuring — feive — porcontagc 

-o^ — labelled — cells (emit — fluoresc e nce ) and — unlabelled - 

Gclls (-de n-^t — emit fluoresc e nce ) e ach peptide 

(Material and Methods) . 

Figw — 2^^: — Effect — ef — adminictration — — p e ptid e — P144 — 

Gollagcn synthesis during experimental cirrhosis 

induction — with — CCI4 , — The — ratio — &f — collagen — tX) — total 
protoin — irs — shown — en — the — ordinate . — The — abscissa — shows 
the various — groups of ratat — Co" healthy — rats; — Co i P144 - 

healthy — rats — treated — with — peptide — P i44; Ttoi- rats 

■ sub j cctcd — fee — induction — — cirrhosis with — CCI4 and 

administered peptide P144 — on alternate days during this 
period and Ci| '" rats s ubj e cted to induction of cirrhosis 
with — CGI4 — for — H — we e ks — and — m^t — tr e ated — with — peptid e 
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. ^ig: — 24-; — Eff e c t -e€ — admlndGtrafeion — — poptx .^e — Mr44 — e«- 

— col 1 - agen synthQcic during o xperimental cirrhosie 

Anduction with CCl^ , — The ordin a te sh o w s the r a t i o o f the . 

■ ar e a fibrosis feo thQ total area tissu e 

pr e parationc — stai ned — with — Siriuc — Rod^ 54=ve — absc is sa 

s hows — — variouc — group s — — rate ; — — healthy — rate 

Co I ri 44° — healthy — ra t s — tre a ted with — — p e ptid e ; — T toi - 

fats — oubjcctcd to — induction — — cirrhosis — with CCl q — a«4 
adminiGtorod peptide — P14^ — on alt e rnat e days — during this 
jp criod and Cii^ rats subjected to induction of cirrhosis 
with — — £a£ — 11 — weeks — and not — treated — witJ^ — peptide 
F144 . 

Fig ^ — 2^-= — Effect — — administration — oJ — peptide — P1 44 — 
collag e n — synthesis — once — cirrhocic — ha^ — b ee n — induced — with ^- 
" eCl4 . — The ordinate — shows the ratio of collagen to — total 
protein . — ?4^^e — abgcisoa — oho we — t^^e — variouc — groupc — &4 — rate : 
Co^ ^ — healthy — rats; — Co i P144^ — healthy — ratG — treated — v^ith 

t4=ie peptide ; Tto^ ; - rats Gub j ected t-e induction 

cirrhosis — with — CCI4 and — administered — peptide — P1 4 4 — ofl- 
alternato — da ye — a-t — t4=^e — e^^d — — thio — period — a^^^^ — Ci^" — rate — 
Gub j ected — 1« — induction — ^ — cirrhosis — with — CCI4 — fo^e — 1^ 
weeks and not treated with peptiU t; F144. 

Fig . — 2^-. — Effect — — administration — e^ — peptide — PI 4 4 — en 
collagen — synth e sis — once — cirrhosis — has been — iiiduued — wi Lh 

CClii . ?4=ve — ordinate — shows — fe^^e — rati o — e^ — feive — area — 

■ fibrosis — 1« — 14^^ — total — area — ^ — tissue — preparations - ^ — The 
abscissa — shows — th^ — various — groups of rate : — Co- healthy 
rate/ — C0H-PI44- healthy — rato — treated with — fehe — peptide; 
Tt02~ rats subjected to induction of cirrhosis with CCI 4 
an d a dmini st e red — peptide ■ P1.4 4. on alternate — days — a^ — fe4^ 
end of this period and Ci; ; -- rats subjected to induction 
of cirrhosis with CCI4 for 11 we eks and not tr e at e d with 
■ peptide PI 4 4-, 
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Fi^^^ — — Comp a 3on of th o data on quantity jf collagen - 
■ and — ar e a — — fibro s ig -? — obtained — by — the — t4*Ao — techniqu es 
-e mploy e d I — Th e ab s cissa shov/s the valu e s of th e ratio of 
^t+te — ar e a . of — fibrosis — to — the — t otal — area^ — obtained — 
i - mag e — analyoig . — ¥he — ordinat e — 6 hov; s — th^ — valu es — of — the 

ratio — o-f — ^g — of — coll a g e n — to — mg — o^ total — protein^ 

■ obtQined by spec tropho tome trie analy c i c e^^ liver 

soction c — stain e d with — Direct — R e d and — Fa s t — Gr ee n . — — irS- 
Qhovm . — (r < 0, 001) ; 

^ig > — — Comparison of the . data on quantity of collagen 
- and — arcQ — et€ — f ibroais , — obtained — fey — th^ — two — techniques 

^^W^ro y ed fo r — examining the samples a-t the ead — o£- 

protocol — 2-: — The — abscissa — ohowo — the — valucg — — fe4=^e — ratio 
of — t±re — dxea — erf — f ILu-Ubls — tro — the total — area, — obtained by 
i mag e — analysis . — W^e — ordinate — chovfc — the — valuoc — e-i — the 

■ ratio jig — collagen to mg ©-^ total protein, 

obtaiii fa ^d by spectropho tome trie analyoiD e-^ livor 

aoctions — otained — vji th — Direct — Rod — and — Fast — Green . — r3 — i-s- 

— shown . (F < 0. 001) . 

Fig . 2-6-. Images that are representative o-f the 2-4^ 

■ fields obtained — fey — light — microocopy (lOX) from — rat 

livor — preparationo — ctainod — with — Siriuo — Red . — Cirrhotic 

— r - ats — (Cii) — art — the — eftd — o^ — induction — o£ — cirrhosis — w i th 
CCl^i and cirrhotic rata treated — (Ttoi) — with peptide ri4 4 

during induction — ef cirrhosio with CCI4 . Different 

f ieldc — were — taken — from prcparationo — obtained — from — each 
animal — (R- rat and C- field) . 

Fig i 2^ Imagoc — that — a^e — r o pr oc ontativo — ei — the — 24- 

f ioldG — obtained — by — light — m'icrooGopy (lOX) from — E^a^ 

liver — preparations — otained — with . Sirius — Red. — Cirrhotic 
■ rats — (Gil) — Brt — the — ef^d — eS — induction — — cirrhosis — with 
• CCl^ and cirrhotic rats treated — (TtOi) — with peptide ri44 
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during — induction — — cirrhocic — wi^feii — CC l ^-. D if fere- nt 

fi e ldo v/crG taken from the pr e parations obta i ned — fr o m 
e ach animal (R — rat and C» field) . Polariacd light and - 

a groon — filter — vfer^e — u-s^-d — in — or d e r — fe-© — — up — th^ 

collag e n fibres. 

Fig. 2 8 . Comparison botv/c o n tho tvfo group? nf nntrpat- p- ^ 
cirrhotic rate. Cii arc cirrhotic rata at th e end o f Llibi 
-iS — wGeko — — induction — — cirrhooio — with — BGinn — ©i^ — are 
clrirhotic rato at — ^ vfccko from the end of tho procco &- 

of induction of cirrhooio, — r " 0.016. — Ordinate : Pt^B^- 

of f ibrooia/Total arca- 
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